Supplementary Methods

Bright-field in Situ Hybridization
Briefly, 3 μm-thick paraffin embedded liver sections were post-fixed in 4% paraformaldehyde for 10 min, and then acetylated for 10 min. After washes with PBS, sections were incubated with protein kinase K (Sigma-Aldrich) at 37°C for 5 min. After washes with PBS, sections were incubated with hybridization buffer for 5 hours at room temperature. MicroRNA probes NitroBlueTetrazolium/5-bromo-4-choloro-3-indolyl-phosphate solution was changed every 12 hours. Afterwards, slides were fixed in 4% paraformaldehyde for 10 min and mounted with Fluoprep (Biomerieux).
Human Fluorescence in Situ Hybridization
After fixation, acetylation and incubation with proteinase K, sections were incubated twice in freshly prepared 3% H2O2 for 3 min to inactive endogenous peroxidases. Slides were then Loyer, et al. were mixed with denaturation buffer and then incubated with the sections overnight at 56°C.
Liver sections were washed with decreasing concentrations of SSC as described for brightfield in situ hybridization. Then, sections were again incubated twice in freshly prepared 3% Nuclei were stained with DAPI and sections were mounted using a drop of Fluorescent mounting medium (Dako).
Loyer, et al. 
Data are given as median (interquartile range).
WT mice fed a chow diet had significantly lower serum triglyceride, total and HDL cholesterol than Ldlr -/-mice fed a high fat diet and treated with PBS, antagomir control or antagomir-21 (p < 0.001 for each comparison).
There Abbreviations: NASH, non alcoholic steatohepatitis; ULN, upper limit of normal.
* indicates significant differences with controls with no or mild abnormalities at liver histological examination  indicates significant differences with bland steatosis patients
